Introduction
Lipoid proteinosis (Urbach-Wiethe disease or Hyalinosis cutis et mucosae) is considered as a rare disorder, inherited as autosomal recessive pattern [1] . Lipoid proteinosis is caused by progressive hyaline material deposition in the skin, mucous membrane and different body organs [2] . Patients usually present with different clinical manifestations, classically appear in infants as a hoarse cry which results from laryngeal infiltration [3] . The objective of the present work is to report a large uncharacterized disease in Arab population such as lipoid proteinosis in middle adulthood male, who present with classical manifestations of the diseases with scrotal and genital ulceration.
Aim
To report a large uncharacterized disease in Arab population such as lipoid proteinosis in middle adulthood male.
Case report
A 41 year-old Saudi male, born to consanguineous parents. He started to follow up in Dermatology clinic eight years back when he presented with progressive skin and oral mucosal lesions. The skin lesions were distributed on face, extremities and groin. Since that time patient was on symptomatic treatment such as emollients and antihistamine. The patient had previous history of intertrigo on axilla and groin, he also was admitted as a case of left knee cellulitis.
The patient has history of frequent hospital visits. He follows up with ENT clinic due to hoarseness of voice which started in early childhood. He also had restricted tongue movement with speech impairment. Patient presented once to emergency department with respiratory obstruction, he was managed by tracheostomy tube insertion. Flexible fiberoptic nasopharyngoscopy was done, and showed nasoropharyngeal deposits with clear glottis and normal mobile vocal cord. He is also known to have gastroesophageal refluxe disease. Patient has a positive history of multiple attacks of seizures, he had computer tomography scan of brain with contrast, no abnormalities were noticed, but he follows up in Neurology clinic as a case of epilepsy. No history of visual disturbances, photosensitivity and family history was irrelevant.
On examination thickened hyperpigmented scaly plaques were distributed on, extremities and groin ( Fig. 1, 2 ). Multiple atrophic depressed scars were found on forehead and cheeks.
Beaded papules on thickened margins of the eyelids was also noticed. On oral cavity a thickened lingual mucosa with nodular infiltration was appreciated (Fig. 3) .
Examination also revealed scrotal with genital ulcers. Systemic examination revealed no abnormalities.
Routine investigations were normal. Biopsy from oral mucosa was taken and revealed epithelial hyperplasia and hyaline like deposition in the subepithelial tissue with hyaline mantles around the blood vessels (Fig. 4) . 
Discussion
Lipoid proteinosis (Urbach-Wiethe disease or Hyalinosis cutis et mucosae) which is considered as a rare disorder, inherited as autosomal recessive pattern. The diagnosis depends on the clinical manifestations of the disease and confirmed by biopsy [2, 3] .
In 2002, a pathogenic mutation in extracellular matrix protein 1 gene (ECM1) on chromosome 1q21 was found to cause lipoid proteinosis [4] . ECM1 gene is responsible of controlling epidermal differentiation [5] . It works as a "biological glue" in the dermis, by regulating basement membrane and interstitial collagen fibril macro-assembly and growth factor binding. ECM1 mutation alters the dermal homeostasis, that will lead to a hyaline material deposition in skin and other sites like oral cavity, larynx, central nervous system, and others [6, 7] .
Usually the hoarse voice is the first thing that patients can present with as in our patient, and it may either develop in infancy or in early childhood [3] .
Skin lesions usually follow the hoarseness and develop within first few years of life. The first skin lesions are often blisters in early childhood [2] . Many patients presents with generalized skin thickening on the face, trunk, flexures, extremities and groin [3] . Some patients presents with acneform scarring particularly in face and extremities [2, 3] . These scarring may follow trauma or occur spontaneously [2] . Our patient developed a waxy papules and atrophic scars mainly on face with plaques distributed in the body.
Beaded papules around the eyelid margins (moniliform blepharosis) are typically found in our patient which is a pathognomonic sign of lipoid proteinosis, similar lesions are also found in oral cavity [1, 3] . The lips, tongue, soft palate, tonsils and pharynx are usually involved. Limited tongue movements and speech difficulties as noticed 6 in our case are caused by hyaline deposition in the sublingual frenulum and tongue. Many of patients suffer of xerostomia, dental abnormalities and dysphagia as a result of oral cavity infiltration [2] . Infiltration can also involve pharynx and larynx leading to respiratory distress ending up with tracheostomy tube insertion as in our patient [2] .
Our patient had multiple attacks of seizures, which is common in lipoid proteinosis. Other mental retardation, and neuropsychiatric illnesses can also seen in the lipoid proteinosis [3] .
Other extracutaneous features as ocular manifestations may include dry eyes, open angle glaucoma, drusen in the macula, retinitis pigmentosa, uveitis and subluxation of the lens has been reported along with lipoid proteinosis, which were not founded in our case [8] .
In CT scan study, we could not find any calcification of the temporal lobe or hioppocampi, which usually appears as bean-shaped opacities and considered to be pathognomonic of the disease [3] .
Histopathology of lipoid proteinosis shows thickening at the dermoepidermal junction caused by deposition of hyaline material at the level of basement membrane [7] . These histopathological characteristics described above matches the histology of our case [6] .
There is no definitive treatment till now. Dimethyl sulfoxide, oral retinoids, and dermabrasion have been shown to improves skin lesions. Surgical management such as microlaryngeal surgery of the vocal cords using CO 2 laser to reduce their thickness and hoarseness [1] . Acitretin in a couple of case reports shows a significant improvement in hoarseness of voice, while a very minimal to no improvement in cutaneous lesion [9, 10] . Our patient is on symptomatic treatment as emollients and antihistamine but still he didn't show significant improvement. Potassium permanganate, bactroban and Augmentin was prescribed for the scrotal ulcer and healed completely after two weeks.
Conclusion
To sum it up, our patient is born to consanguineous parents which plays an important role of the disease presentation. In Saudi Arabia community where consanguineous marriages are very common, this can increase the incidence of such a disease in offspring, which should arise the need of spreading awareness in public. The wide list of presentations our patient came with, starting with early childhood hoarseness to the specific early skin lesions should help in early diagnosis of lipoid protienosis. Awareness among dermatologists about this entity is crucial for proper diagnosis. Life threatening conditions of lipoid protienosis most importantly acute airway obstruction and seizures should emphasize the need of early diagnosis and early referral to other specialty clinics to prevent such fatal complications.
